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(iii) The tyloxapol, benzalkonium 
chloride, and other ingredients used to 
prepare the isotonic aqueous solution 
meet their professed standards of iden-
tity, strength, quality, and purity. 

(iv) An application pursuant to sec-
tion 505(b) of the act is approved for 
the drug. 

(v) The preparation contains 0.25 per-
cent of tyloxapol and 0.02 percent of 
benzalkonium chloride. 

(vi) The label bears a conspicuous 
warning to keep the drug out of the 
reach of children and the labeling 
bears, in juxtaposition with the dosage 
recommendations, a clear warning that 
if irritation occurs, persists, or in-
creases, use of the drug should be dis-
continued and a physician consulted. 
The labeling includes a statement that 
the dropper or other dispensing tip 
should not touch any surface, since 
this may contaminate the solution. 

(29) [Reserved] 
(b) [Reserved] 

[39 FR 11680, Mar. 29, 1974, as amended at 42 
FR 36994, July 19, 1977; 52 FR 15892, Apr. 30, 
1987; 52 FR 30055, Aug. 12, 1987; 55 FR 31779, 
Aug. 3, 1990; 57 FR 58374, Dec. 9, 1992; 58 FR 
49898, Sept. 23, 1993; 59 FR 4218, Jan. 28, 1994; 
60 FR 52507, Oct. 6, 1995]

Subpart D—Records and Reports

§ 310.303 Continuation of long-term 
studies, records, and reports on cer-
tain drugs for which new drug ap-
plications have been approved. 

(a) A new drug may not be approved 
for marketing unless it has been shown 
to be safe and effective for its intended 
use(s). After approval, the applicant is 
required to establish and maintain 
records and make reports related to 
clinical experience or other data or in-
formation necessary to make or facili-
tate a determination of whether there 
are or may be grounds under section 
505(e) of the act for suspending or with-
drawing approval of the application. 
Some drugs, because of the nature of 
the condition for which they are in-
tended, must be used for long periods of 
time—even a lifetime. To acquire nec-
essary data for determining the safety 
and effectiveness of long-term use of 
such drugs, extensive animal and clin-
ical tests are required as a condition of 
approval. Nonetheless, the therapeutic 

or prophylactic usefulness of such 
drugs may make it inadvisable in the 
public interest to delay the avail-
ability of the drugs for widespread clin-
ical use pending completion of such 
long-term studies. In such cases, the 
Food and Drug Administration may ap-
prove the new drug application on con-
dition that the necessary long-term 
studies will be conducted and the re-
sults recorded and reported in an orga-
nized fashion. The procedures required 
by paragraph (b) of this section will be 
followed in order to list such a drug in 
§ 310.304. 

(b) A proposal to require additional 
or continued studies with a drug for 
which a new drug application has been 
approved may be made by the Commis-
sioner on his own initiative or on the 
petition of any interested person, pur-
suant to part 10 of this chapter. Prior 
to issuance of such a proposal, the ap-
plicant will be provided an opportunity 
for a conference with representatives of 
the Food and Drug Administration. 
When appropriate, investigators or 
other individuals may be invited to 
participate in the conference. All re-
quirements for special studies, records, 
and reports will be published in 
§ 310.304. 

[39 FR 11680, Mar. 29, 1974, as amended at 41 
FR 4714, Jan. 25, 1976; 42 FR 15674, Mar. 22, 
1977]

§ 310.305 Records and reports con-
cerning adverse drug experiences 
on marketed prescription drugs for 
human use without approved new 
drug applications. 

(a) Scope. FDA is requiring manufac-
turers, packers, and distributors of 
marketed prescription drug products 
that are not the subject of an approved 
new drug or abbreviated new drug ap-
plication to establish and maintain 
records and make reports to FDA of all 
serious, unexpected adversedrug expe-
riences associated with the use of their 
drug products. Any person subject to 
the reporting requirements of para-
graph (c) of this section shall also de-
velop written procedures for the sur-
veillance, receipt, evaluation, and re-
porting of postmarketing adverse drug 
experiences to FDA. 

(b) Definitions. The following defini-
tions of terms apply to this section:– 

VerDate Apr<18>2002 01:14 Apr 28, 2002 Jkt 197066 PO 00000 Frm 00018 Fmt 8010 Sfmt 8010 Y:\SGML\197066T.XXX pfrm12 PsN: 197066T



19

Food and Drug Administration, HHS § 310.305

Adverse drug experience. Any adverse 
event associated with the use of a drug 
in humans, whether or not considered 
drug related, including the following: 
An adverse event occurring in the 
course of the use of a drug product in 
professional practice; an adverse event 
occurring from drug overdose whether 
accidental or intentional; an adverse 
event occurring from drug abuse; an 
adverse event occurring from drug 
withdrawal; and any failure of expected 
pharmacological action. 

Disability. A substantial disruption of 
a person’s ability to conduct normal 
life functions. 

Life-threatening adverse drug experi-
ence. Any adverse drug experience that 
places the patient, in the view of the 
initial reporter, at immediate risk of 
death from the adverse drug experience 
as it occurred, i.e., it does not include 
an adverse drug experience that, had it 
occurred in a more severe form, might 
have caused death. 

Serious adverse drug experience. Any 
adverse drug experience occurring at 
any dose that results in any of the fol-
lowing outcomes: Death, a life-threat-
ening adverse drug experience, inpa-
tient hospitalization or prolongation of 
existing hospitalization, a persistent or 
significant disability/incapacity, or a 
congenital anomaly/birth defect. Im-
portant medical events that may not 
result in death, be life-threatening, or 
require hospitalization may be consid-
ered a serious adverse drug experience 
when, based upon appropriate medical 
judgment, they may jeopardize the pa-
tient or subject and may require med-
ical or surgical intervention to prevent 
one of the outcomes listed in this defi-
nition. Examples of such medical 
events include allergic bronchospasm 
requiring intensive treatment in an 
emergency room or at home, blood 
dyscrasias or convulsions that do not 
result in inpatient hospitalization, or 
the development of drug dependency or 
drug abuse. 

Unexpected adverse drug experience. 
Any adverse drug experience that is 
not listed in the current labeling for 
the drug product. This includes events 
that may be symptomatically and 
pathophysiologically related to an 
event listed in the labeling, but differ 
from the event because of greater se-

verity or specificity. For example, 
under this definition, hepatic necrosis 
would be unexpected (by virtue of 
greater severity) if the labeling only 
referred to elevated hepatic enzymes or 
hepatitis. Similarly, cerebral thrombo-
embolism and cerebral vasculitis would 
be unexpected (by virtue of greater 
specificity) if the labeling only listed 
cerebral vascular accidents. ‘‘Unex-
pected,’’ as used in this definition, re-
fers to an adverse drug experience that 
has not been previously observed (i.e., 
included in the labeling) rather than 
from the perspective of such experience 
not being anticipated from the pharma-
cological properties of the pharma-
ceutical product. 

(c) Reporting requirements. Each per-
son identified in paragraph (c)(1)(i) of 
this section shall report to FDA ad-
verse drug experience information as 
described in this section and shall sub-
mit one copy of each report to the Di-
vision of Pharmacovigilance and Epide-
miology (HFD–730), Center for Drug 
Evaluation and Research, Food and 
Drug Administration, 5600 Fishers 
Lane, Rockville, MD 20857. 

(1) Postmarketing 15-day ‘‘Alert re-
ports’’. (i) Any person whose name ap-
pears on the label of a marketed pre-
scription drug product as its manufac-
turer, packer, or distributor shall re-
port to FDA each adverse drug experi-
ence received or otherwise obtained 
that is both serious and unexpected as 
soon as possible, but in no case later 
than 15 calendar days of initial receipt 
of the information by the person whose 
name appears on the label. Each report 
shall be accompanied by a copy of the 
current labeling for the drug product. 

(ii) A person identified in paragraph 
(c)(1)(i) of this section is not required 
to submit a 15-day ‘‘Alert report’’ for 
an adverse drug experience obtained 
from a postmarketing study (whether 
or not conducted under an investiga-
tional new drug application) unless the 
applicant concludes that there is a rea-
sonable possibility that the drug 
caused the adverse experience. 

(2) Postmarketing 15-day ‘‘Alert re-
ports’’—followup. Each person identified 
in paragraph (c)(1)(i) of this section 
shall promptly investigate all serious, 
unexpected adverse drug experiences 
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that are the subject of these post-
marketing 15-day Alert reports and 
shall submit followup reports within 15 
calendar days of receipt of new infor-
mation or as requested by FDA. If addi-
tional information is not obtainable, 
records should be maintained of the un-
successful steps taken to seek addi-
tional information. Postmarketing 15-
day Alert reports and followups to 
them shall be submitted under separate 
cover. 

(3) Submission of reports. To avoid un-
necessary duplication in the submis-
sion of, and followup to, reports re-
quired in this section, a packer’s or dis-
tributor’s obligations may be met by 
submission of all reports of serious ad-
verse drug experiences to the manufac-
turer of the drug product. If a packer 
or distributor elects to submit these 
adverse drug experience reports to the 
manufacturer rather than to FDA, it 
shall submit each report to the manu-
facturer within 5 calendar days of its 
receipt by the packer or distributor, 
and the manufacturer shall then com-
ply with the requirements of this sec-
tion even if its name does not appear 
on the label of the drug product. Under 
this circumstance, the packer or dis-
tributor shall maintain a record of this 
action which shall include: 

(i) A copy of each adverse drug expe-
rience report; 

(ii) The date the report was received 
by the packer or distributor; 

(iii) The date the report was sub-
mitted to the manufacturer; and 

(iv) The name and address of the 
manufacturer. 

(4) Each report submitted to FDA 
under this section shall bear prominent 
identification as to its contents, i.e., 
‘‘15-day Alert report,’’ or ‘‘15-day Alert 
report-followup.’’

(5) A person identified in paragraph 
(c)(1)(i) of this section is not required 
to resubmit to FDA adverse drug expe-
rience reports forwarded to that person 
by FDA; however, the person must sub-
mit all followup information on such 
reports to FDA. 

(d) Reporting form. (1) Except as pro-
vided in paragraph (d)(3) of this sec-
tion, each person identified in para-
graph (c)(1)(i) of this section shall sub-
mit each report of a serious and unex-
pected adverse drug experience on an 

FDA Form 3500A (foreign events may 
be submitted either on an FDA Form 
3500A or, if preferred, on a CIOMS I 
form). 

(2) Each completed FDA Form 3500A 
should pertain only to an individual 
patient. 

(3) Instead of using Form FDA Form 
3500A, a manufacturer, packer, or dis-
tributor may use a computer-generated 
FDA Form 3500A or other alternative 
format (e.g., a computer-generated 
tape or tabular listing) provided that: 

(i) The content of the alternative for-
mat is equivalent in all elements of in-
formation to those specified in FDA 
Form 3500A, and 

(ii) The format is agreed to in ad-
vance by MedWatch: The FDA Medical 
Products Reporting Program. 

(4) Ten copies or fewer of FDA Form 
3500A and/or a copy of the instructions 
for completing the form may be ob-
tained from the Division of 
Pharmacovigilance and Epidemiology 
(HFD–730), Center for Drug Evaluation 
and Research, Food and Drug Adminis-
tration, 5600 Fishers Lane, Rockville, 
MD 20857. More than 10 copies of the 
form may be obtained by writing to the 
Consolidated Forms and Publications 
Distribution Center, Washington Com-
merce Center, 3222 Hubbard Rd., Land-
over, MD 20785. 

(e) Patient privacy. Manufacturers, 
packers, and distributors should not in-
clude in reports under this section the 
names and addresses of individual pa-
tients; instead, the manufacturer, 
packer, and distributor should assign a 
unique code number to each report, 
preferably not more than eight char-
acters in length. The manufacturer, 
packer, and distributor should include 
the name of the reporter from whom 
the information was received. Names of 
patients, individual reporters, health 
care professionals, hospitals, and geo-
graphical identifiers in adverse drug 
experience reports are not releasable to 
the public under FDA’s public informa-
tion regulations in part 20 of this chap-
ter. 

(f) Recordkeeping. (1) Each manufac-
turer, packer, and distributor shall 
maintain for a period of 10 years 
records of all adverse drug experiences 
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required under this section to be re-
ported, including raw data and any cor-
respondence relating to the adverse 
drug experiences, and the records re-
quired to be maintained under para-
graph (c)(4) of this section. 

(2) Manufacturers and packers may 
retain the records required in para-
graph (f)(1) of this section as part of its 
complaint files maintained under 
§ 211.198 of this chapter. 

(3) Manufacturers, packers, and dis-
tributors shall permit any authorized 
FDA employee, at all reasonable times, 
to have access to and copy and verify 
the records established and maintained 
under this section. 

(g) Disclaimer. A report or informa-
tion submitted by a manufacturer, 
packer, or distributor under this sec-
tion (and any release by FDA of that 
report or information) does not nec-
essarily reflect a conclusion by the 
manufacturer, packer, or distributor, 
or by FDA, that the report or informa-
tion constitutes an admission that the 
drug caused or contributed to an ad-
verse effect. The manufacturer, packer, 
or distributor need not admit, and may 
deny, that the report or information 
submitted under this section con-
stitutes an admission that the drug 
caused or contributed to an adverse ef-
fect. 

[51 FR 24479, July 3, 1986, as amended at 52 
FR 37936, Oct. 13, 1987; 55 FR 11578, Mar. 29, 
1990; 57 FR 17980, Apr. 28, 1992; 62 FR 34167, 
June 25, 1997; 62 FR 52249, Oct. 7, 1997; 67 FR 
9585, Mar. 4, 2002]

Subpart E—Requirements for 
Specific New Drugs or Devices

§ 310.500 Digoxin products for oral 
use; conditions for marketing. 

(a) Studies have shown evidence of 
clinically significant differences in bio-
availability in different batches of cer-
tain marketed digoxin products for 
oral use from single manufacturers as 
well as in batches of these products 
produced by different manufacturers. 
These differences were observed despite 
the fact that the products met 
compendial specifications. Other stud-
ies have shown that there is a suffi-
cient correlation between bioavailabil-
ity in vivo and the dissolution rate of 
digoxin tablets in vitro to make the 

dissolution test an important addition 
to the compendial standards. Because 
of the potential for serious risk to car-
diac patients using digoxin products 
which may vary in bioavailability, the 
Commissioner of Food and Drugs has 
determined that immediate action 
must be taken to assure the uniformity 
of all digoxin products for oral use. The 
Commissioner is of the opinion that 
digoxin products for oral use are new 
drugs within the meaning of section 
201(p) of the Federal Food, Drug, and 
Cosmetic Act for which approved new 
drug applications are required. The 
Commissioner has determined that, be-
cause of questions raised regarding the 
bioavailability of digoxin products for 
oral use, there is sufficient evidence to 
invoke the authority under section 
505(j) of the act to fully investigate 
this question and to facilitate a deter-
mination of whether there is a ground 
for withdrawal of approval of the drug 
product under section 505(e) of the act. 
Marketing of these products may be 
continued only under the following 
conditions: 

(1) Digoxin products for oral use, 
other than tablets: Any person mar-
keting digoxin products for oral use, 
other than tablets, shall submit to the 
Food and Drug Administration on or 
before February 21, 1974, an abbreviated 
new drug application for these prod-
ucts. Any such drug product then on 
the market which is not the subject of 
an application submitted for the drug 
product shall be subject to regulatory 
procedures under section 505 of the act. 
In addition to the information speci-
fied in § 314.50 of this chapter, the appli-
cation shall contain: 

(i) A full list of the articles used as 
components of the digoxin product, 
specifications for components, detailed 
identification and analytical proce-
dures used to assure that the compo-
nents meet established specifications 
of identity, strength, quality, and pu-
rity and a complete description of the 
manufacturing process. 

(ii) The source of the digoxin used in 
the formulation including the name 
and address of the supplier. 

(iii) A statement that stability stud-
ies will be conducted to establish a 
suitable expiration date for the digoxin 
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